summARY Five young children (mean age 26-4 months) with angiolymphoid hyperplasia with eosinophilia (Kimura's disease) from either the upper arm or buttock were identified over 18 months. The unusual distribution of the lesions and the young age of the patients suggested a possible association with immunisation. The clinical and histopathological features in these cases were accordingly reviewed. Immunisation histories obtained from the patients' general practitioners showed a remarkable correlation between the distribution of the lesions and the sites of injections and an aetiological role for immunisation in these cases seems likely.
Over the past decade angiolymphoid hyperplasia with eosinophilia has emerged as a recognised entity featuring vascular proliferation and an inflammatory reaction, often with numerous eosinophils.'2 Kimura's disease is probably a closely related condition.3 The aetiology remains obscure, although workers favour either a neoplastic4 or reactive process. 5 In typical cases, presentation is usually in young adults with either solitary or multiple subcutaneous nodules on the head and neck, particularly the periauricular regions.' Other sites have also been recorded and some lesions have been described in deep tissues.'°W e report five patients who were admitted to our hospital over a period of 18 months in whom a histological diagnosis of angiolymphoid hyperplasia with eosinophilia was made. All showed the typical histological appearances. The clinical presentations were, however, rather unusual and certain aspects suggested a possible aetiological role of immunisation in these cases.
Patients and methods
Five patients were referred to the Royal Hospital for Sick Children in Edinburgh; four male and one female Accepted for publication 12 April 1989 with ages ranging from 13-34 months (mean age 26-4 months). The clinical details of these patients are presented in table 1. The main findings were of irregular subcutaneous nodules (0 5-1 cm in diameter) which were itchy, sometimes fluctuated in size, and were tender. There was some discolouration of the overlying skin.
In four ofthe cases the lesions were present either on the upper part ofthe buttock or upper arm. In one case (case 5) two lesions were present; one on the right buttock and one on the left flank. The mother volunteered that she thought the lesions had developed shortly after immunisation. This and the rather unusual distribution of the lesions in the other cases raised the possibility of an aetiological role for immunisation. The respective general practitioners were approached and immunisation histories were obtained for each patient ( Dakopatts were applied to 4 gm sections and visualised using a peroxidase-antiperoxidcase method.
Results
All the biopsy specimens showed essentially similar histological appearances. The ill defined subcutaneous nodules consisted of a prominent inflammatory infiltrate, with numerous small lymphocytes, plasma cells, macrophages and well formed follicles, together with areas of fibrosis and proliferation of small and medium sized vessels often associated with aggregates ofeosinophils (fig 1) . Endothelial cells were plump but not atypical and mitoses were not identified. Scattered mast cells were present throughout the lesions.
Immunohistochemical preparations showed a consistent distribution of staining. Single cells expressing cytoplasmic IgG were present both within and without follicles with occasional small groups in the mantle zone (fig 2a) . (table 2) .
Eosinophil counts were obtained in four cases, usually postoperatively (table 1) . Absolute eosinophilia (eosinophil count > 0O4 x 109/l) was found in three patients (cases 1, 2, and 5).
A positive history of immunisation at the appropriate site was obtained in four patients (cases 1, 2, 3, and 4). In the fifth patient documentary evidence from the general practitioner was less conclusive, although the mother associated the lesions with immunisation. (table 1) .
Discussion
There has been much debate as to the nature of angiolymphoid hyperplasia with eosinophilia and its relation to similar conditions, in particular Kimura's disease.4 1112 Rosai believes that angiolymphoid hyperplasia with eosinophilia is a vascular neoplasm with proliferation of atypical endothelial cells.4 He considers it a separate entity from Kimura's disease which shows features more suggestive of a reactive process.
Other workers also prefer to separate the two," 12 while still others consider them to be the same condition.313
We have not drawn a distinction between angiolymphoid hyperplasia with eosinophilia and Kimura's Hallam, Mackinlay, Wright disease and our cases are reported as angiolymphoid hyperplasia with eosinophilia. The histological and immunohistochemical appearances would certainly favour a reactive rather than neoplastic process, and if a distinction were to be made then our cases should perhaps be included in Kimura's disease." 2 The immunohistochemical results in our cases are similar to those published for either Kimura's disease5 13 14 The appearances in the histological sections are those of a reactive process. The aetiology of angiolymphoid hyperplasia with-eosinophilia remains obscure, although an allergic reaction has been proposed.5"' 1112 Blood eosinophilia and raised serum 946 Hallam, Mackinlay, Wright IgE concentrations have been reported with lesions described as both Kimura's disease and angiolymphoid hyperplasia with eosinophilia, although they are more common in the former. ' 
